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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



Smad2 



MH1 DOMAIN 



FIG. 1 

anti - pSmad2L 
(Ser 249/254)Ab 



LINKER 



MH2 DOMAIN 



anti - pSmad2C 
(Ser465/467)Ab 

X 



p , ; » 



I I 

SSMS 



Smad3 



MH1 DOMAIN 



anti - pSmad3L 
(Ser 207/21 2)Ab 



-I LLL 



LINKER 



MAPK 

PHOSPHORYLATION 
SITE 



MH2 DOMAIN 



anti-pSmad3C 
(Ser423/425)Ab 

•Pi fP* 

I l 

SSVS 



T/3RI 

PHOSPHORYLATION 
SITE 



O) 
(0 



CL 



FIG. 2A 



Flag-Smad2 




WT j 


EPSM 


3S-A 


TGF-/3, 




+ 


+ 


+ 



apSmad2C 



a Flag 




ftH 


k a B'';>jl KhI K9 





. MAPK- 
dependent 

pSmad2 



TjSRI- 
dependent 
pSmad2 



IgH 
- Smad2 



FIG. 2B 



Flag-Smad3 




WT 


EPSM 


3S-A 


TGF-0, 




+ 


+ 


+ 



CD 
JO 
LL 



apSmad3C 




MAPK -mediated 
pSmad3 

IgH 



TSRi - mediated 
pSmad3 

IgH 

Smad3 
IgH 



CD 
LL 



IB: 

apSmad3L 



FIG. 2C 



Flag-Smad3 




WT 


EPSM 


3S-A 


TGF-jS, 




- + 


+ 


+ 



<*pSmad3C 




MAPK -mediated 
' pSmad3 

^ IgH 



T/3RI- mediated 
pSmad3 



IgH 



FIG. 4 




o ■ ■ 1 — ' • « 1 

0 10" 7 10~ 6 10~ 5 

p38 INHIBITOR (SB2021 90) 
CONCENTRATION (M) 



(MEAN±S.D. n=7) 

FIG. 5A 

DETECTION OF LOCALIZATION IN CELLS 

1stAb: 

apSmad2L opSmad2C erpSmad3L apSmad3C 



FIG. 5B 



DETECTION OF INFLUENCE BY INHIBITOR 

TGF-0, TGF-^+PDieSSie 



FIG. 7 



KINASE ASSAY 
IP:app38 



IB: 

a pSmad2L 



a pSmad2C 
a Smad2/3 

apSmad3L 
a pSmad3C 
<*Smad2/3 




MAPK - dependent 
pSmad2 



T/SRi- dependent 
pSmad2 



GST-Smad2 



MAPK - dependent 
pSmad3 



T/3RI- dependent 
pSmad3 



- GST-Smad3 



FIG. 8 



a pSmad3L a Ki-67 




